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2006:301787 CAPLUS 
144:350698 

Preparation of benzoxazine derivatives as modulators 
of chemokine receptors for treatment of inflammation 
and iramunoregulatory diseases 

:Goble, Stephen D.; Mills, Sander G.; Yang, Lihu; 
Pasternak, Alexander; Bonnefous, Celine; Kamenecka, 
Theodore M. ; Vernier, Jean-Michel; Hutchinson, John 
H.; Hu, Essa; Govek, Steven 
USA 

U.S. Pat. Appl. Publ., 94 pp., Cont . -in-part of Appl. 

No. PCT/US04/011281. 
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WO 2004- 
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A2 20040408 



OTHER SOURCE (S) 
GI 



MARPAT 144:350698 



R5 




I 

R7 I 




AB Title benzoxazine derivs . I [wherein X = C, 0, or S; Y = O, S, SO, S02, 
or (un) substituted NH; Z = C or N; Rl = H, (un) substituted alkoxy (alkyl) , 
alkylthio (alkyl) , heterocyclyloxy ( alkyl ) , etc.; R2 = halo, (un) substituted 
alkyl, alkoxy (alkyl) , alkylthio (alkyl) , etc.; R3 = H, (un) substituted 
phenyl (alkyl) , cycloalkyKalkyl ) , heterocyclyl (alkyl) , etc.; R4 = OH, CN, 
alkoxyl, etc.; R5 and R6 = independently H, OH, halo, alkyl, alkoxyl, 
etc.; when Z = C, R7 = H, OH, halo, (un) substituted alkyl, alkoxy, etc.; 
when Z = N, R7 is nothing or oxide; R8 = H, alkyl, CF3, 0CF3, halo, etc.; 
m and n = independently 0-2 wherein m + n = 0-3] , or pharmaceutically 
acceptable salts or diastereomers thereof were prepared as modulators of 
CCR2 chemokine receptors. For example, II was prepared in a multi-step 
synthesis. The title compds . are useful as modulators of CCR-2 chemokine 
receptors for the prevention or treatment of inflammatory' and 
immunoregulatory disorders and diseases, allergic diseases, atopic 
conditions including allergic rhinitis, dermatitis, conjunctivitis, and 
asthma, as well as autoimmune pathologies such as rheumatoid arthritis and 
atherosclerosis (no data) . 

IT 881493-17-OP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of benzoxazine derivs. as modulators of 
chemokine receptors for treatment of inflammatory and immunoregulatory 

diseases) 
RN 881493-17-0 CAPLUS 

CN Benzoic acid, 3- [1- [ (IR, 3S) -3- (1-methylethyl) -3- [ [6- (trifluoromethyl) -2H- 
pyrido [3, 2-e] -1, 3-oxazin-3 ( 4H) -yl] carbonyl] cyclopentyl] -4-piperidinyl] - 
(CA INDEX NAME) 



Absolute stereochemistry. 



H02C 




CF3 



Pr-i 
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CAPLUS COPYRIGHT 2007 ACS on STN 
2005:696675 CAPLUS 
143: 193909 

Preparation of 2, 6-ciisubstituted piperidines as 
modulators of chemokine receptors 

Yang, Lihu; Mills, Sander G.; Zhou, Changyou; Goble, 
Stephen D.; Pasternak, Alexander 
Merck & Co., Inc., USA 
PCT Int. Appl. , 65 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. KIND DATE 
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A3 
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EE, 


ES, 


FI, 


FR, 
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A2 




20061220 
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CN 
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20070427 
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2007179158 




Al 
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US, 
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CY, 
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GR, HU, IE, 
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SE, SI, 


SK, 


TR, LV 




CN 2005- 
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JP 2006- 


551125 
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IN 2006- 
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20060704 




US 2006- 
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537732P 
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WO 2005- 
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W 20050114 



909; MARPAT 143:193909 



GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl = H, OH, CN, etc.; R2 = H, (un) substituted alkyl or 

alkoxy; R3 = H, halo, OH, etc. when Y is C or R3 is oxygen or absent when 
Y is N; R4 = H, tri f luoromethyl , trif luoromethoxy, etc.; R5 = 

(un) substituted alkyl, alkoxy, thioalkyl, etc.; R6 = H, alkyl, chloro, 
etc.; R7 = nothing when X is O, S, or S02 or R7 = H, alkylphenyl, 
alkylheterocycle, etc. when X is C or N; R8 = H, OH, alkyl, etc. when X is 
C or R8 = nothing when X is 0, S, 302, etc. or R7 and R8 together form a 
ring selected from (un) substituted IH-indene, 2 , 3-dihydro-lH-indene, 
2, 3-dihydro-benzofuran, etc.; R9 and RIO independently = H, OH, alkyl, 
etc. or R7 and R9, or R8 and RIO together form (un) substituted Ph or 
heterocycle; Rll, R13, R14 and R15 independently = H, OH, alkyl, etc.; R12 
and R16 independently = OH, (un) substituted alkoxy, alkylhydroxy, etc. or 
R12 and R16 together form a bridge consisting of (un) substituted alkyl or 
alkyl-0-alkyl; R17 = H, (un) substituted Ph or alkyl or R2 and R17 together 
form a heterocycle; Q = (CH2)n; X = C, N, 0, etc.; Y = N or C; Z = 

{CH2)0-1; n = 0-2] and their pharmaceutically acceptable salts, are prepared 
and disclosed as modulators of chemokine receptors. Thus, e.g., II was 
prepared by Grignard reaction of N-carbethoxy-4-tropinone with Ph magnesium 
bromide followed by dehydration/hydrogenation/decarboxylation sequence and 
subsequent coupling with III (preparation given) . The binding activity of I 
towards the CCR-2 receptor was evaluated and it was revealed that compds. 
of the invention are useful modulators of chemokine receptor activity 

(data given) . I as modulator of chemokine receptors should prove useful 
in the treatment of rheumatoid arthritis. Pharmaceutical compns. 
comprising I are disclosed. 
IT 861853-56--7P 861855-43-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of 2 , 6-disubstituted piperidines as modulators of chemokine 
receptors) 
RN 861853-56-7 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [1- (1-methylethyl) -3- (3-phenyl-8- 
azabicyclo [3. 2 . 1] oct-8-yl) cyclopentyl] carbonyl] -3- (trif luoromethyl ) - (9CI) 
(CA INDEX NAME) 




R 



RN 861855-43-8 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ ( IS ) -1- ( 1-methylethyl ) -3- [ (3- 
exo) -3- [3-methyl-5- (1-methylethyl ) -4H-1, 2, 4-triazol-4-yl] -8- 
azabicyclo [3 . 2 . 1] oct-8-yl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) 



(CA INDEX NAME) 
Absolute stereochemistry. 




R 
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2005: 141023 CAPLUS 
.142:240424 

Preparation of (thiazolyl ) cyclopentane amide 

modulators of chemokine receptor activity 

Butora, Gabor; Yang, Lihu; ^bl ey, Stephen D. 

Merck & Co., Inc., USA 

PCT Int. Appl., 82 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 
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KIND 


DATE 


WO 


2005014537 
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20050217 


WO 
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20050512 
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TR, 


BF, 


BJ, 


CF, CG, 






SN, 


TD, 


TG 








AU 


2004263509 




Al 




20050217 


CA 


2534294 
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LV, 
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20060913 
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2007501795 
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2006DN00519 
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33 




Al 




20060914 
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CN 2004- 


80022756 




20040806 




JP 2006- 


522756 




20040806 




IN 2006- 
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20060131 




US 2006- 


567516 




20060207 




US 2003- 


493902P 




P 20030808 




WO 2004- 


US25467 




W 20040806 



24; MARPAT 142:240424 
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AB Title compds. I [wherein Z = independently C or N; Rl = (alkoxy) alkyl, 
alkylthioalkyl, hydroxy, etc.; R2-R4, R6 = independently H, OH, alkyl, 
halo, etc.; R5 = ( carbonyl ) alkyl, CF3, halo, etc.; R7, R9 == independently 

H, Ph, alkyl, etc.; R8 = H, Ph, alkyl, etc.; RIO = (un) substituted 
tetrahydropyranyl-4-ylamino, azacyclohept-l-yl, azacyclooct-l-yl; and 
pharmaceutically acceptable salts or solvates thereof and individual 
diastereomers thereof] are prepd as chemokine receptor modulators {no 
data) . For example, II was given in a multi-step synthesis starting from 
2, 6-dichloro-4-trif luoromethylpyridine . The invention is directed to 
pharmaceutical compns . comprising these compds. and the use of these 
compds. and compns. as chemokine receptor modulators in the prevention- or 
treatment of the diseases in which chemokine receptors are involved, such 
as inflammatory and immunoregulatory disorders, and rheumatoid arthritis 
(no data) . 

IT 844639-97-OP 844639-99-2P 

RL: PAC {Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of N-pyridinylmethyl { thiazolyl ) cyclopentane amide modulators 

of chemokine receptor activity) 
RN 844639-97-0 CAPLUS 

CN Carbamic acid, [4- [3- (hexahydro-lH-azepin-l-yl ) -1- [ [ [ [5- { trif luoromethyl) - 
3-pyridinyl] methyl] amino] carbonyl] cyclopentyl] -2-thiazolyl] 

I, 1-dimethylethyl ester {9CI) (CA INDEX NAME) 




RN 844639-99-2 CAPLUS 
• CN Cyclopentanecarboxamide, 1- (2-amino-4-thiazolyl ) -3- (hexahydro-lH-azepin-1- 
yl) -N- [ [5- (trifluoromethyl) -3-pyridinyl]methyl] - (CA INDEX NAME) 



F3C 




NH2 
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The invention is directed to methods of treating neuropathic pain and 
other neuropathic diseases and conditions with CCR-2 antagonists and- 

pharmaceutical composition containing CCR-2 antagonists. 
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787639-98-9P 791067-33-9P 791067-36-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(CCR2 antagonists for treatment of neuropathic pain) 
RN 766513-14-8 CAPLUS 

CN Cyclobutanecarboxamide, 1- (1-methylethyl) -3- ( 4-phenyl-l-piperidinyl) -N- [ [5- 
(trifluoromethyl)-3-pyridinyl] methyl]- (CA INDEX NAME) 




RN 766513-16-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [1- (1-methylethyl) -3- (4-phenyl-l- 
piperidinyl) cyclobutyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA INDEX 
NAME) 




CF3 



RN 766513-18-2 CAPLUS 

CN Cyclobutanecarboxamide, 1- (1-hydroxyethyl) • 
[ [5- (trif luoromethyl) -3-pyridinyl] methyl] - 



•3- (4-phenyl-l-piperidinyl) -N- 
(CA INDEX NAME) 



OH 



Me-CH 9 




Ph CF3 



RN 766513-20-6 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ 1- ( 1-hydroxyethyl) -3- ( 4-phenyl-l- 
piperidinyl) cyclobutyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA INDEX 
NAME) 




CF3 



RN 766513-22-8 CAPLUS 

CN Cyclobutanecarboxamide, 1- { 1-hydroxy-l-methylethyl) -3- ( 4 -phenyl- 1- 

piperidinyl)-N-[ [5- (trifluoromethyl)-3-pyridinyl] methyl]- (CA INDEX NAME) 



CFs 




RN 766513-24-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [1- (1-hydroxy-l-methylethyl) -3- (4- 
phenyl-l-piperidinyl) cyclobutyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 




CF3 



RN 767332-04-7 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( 1-methylethyl ) -3- [ ( IR, 3 ' R) -3 ' -methylspiro [ IH- 
indene-1, 4 * -piperidin] -1 ' -yl] -N- [ [5- (trif luoromethyl) -3-pyridinyl]methyl] ■ 
, rel- (CA INDEX NAME) 



Relative stereochemistry. 



0 

Pr-i 




RN 767332-05-8 CAPLUS 

CN 1, 6-Naphthyricline, 5, 6, 7 , 8-tetrahydro-6- [ [ 1- ( 1-methylethyl ) -3- [ ( IR, 3 • R) -3 ' 
methylspiro [lH-indene-1, 4 ' -piperidin] -1 ' -yl] cyclobutyl] carbonyl] -3- 
(trifluoromethyl) rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 




RN 767332-06-9 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( 1-hydroxyethyl ) -3- [ ( IR, 3 ' R) -3 ' -methylspiro [ IH- 
indene-1, 4 • -piperidin] -1 ' -yl] -N- [ [5- (trif luoromethyl) -3-pyridinyl] methyl] - 
, rel- (CA INDEX NAME) 

Relative stereochemistry . 



Me 




RN 767332-07-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ 1- ( 1-hydroxyethyl ) -3- [ (IR, 3'R) 
3 ' -methylspiro [lH-indene-1, 4 ' -piperidin] -1 ' -yl] cyclobutyl] carbonyl] -3- 
(trifluoromethyl)-, rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 767332-08-1 CAPLUS 

CN Cyclobiitanecarboxamide, 1- { 1-hydroxy-l-methylethyl ) -3- [ ( IR, 3 ' R) -3 ' - 

methylspiro [lH-indene-1, 4 ' -piperidin] -1 ' -yl] -N- [ [5- ( trif luoromethyl ) -3- 
pyridinyl] methyl]-, rel- (CA INDEX NAME) 

Relative stereochemistry. 



Me 




. 

RN 767332-09-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6~ [ [ 1- ( l-hydroxy-l-methylethyl) -3- 
[ (IR, 3'R) ~3'-inethylspiro[lH-indene-l,4 ' -piperidin] -1 ' - 

yl]cyclobutyl]carbonyl]-3-(trifluoromethyl)-, rel- (9CI) (CA INDEX NAME) 
Relative stereochemistry. 




RN 787638-91-9 CAPLUS 

CN 4-Piperidinecarboxamide, 1- [ (3S) -3- [ [7, 8-dihydro-3- (trifluoromethyl) -1, 6- 
naphthyridin-6 (5H) -yl] carbonyl] -3- (1-methylethyl) cyclopentyl] -N-methyl- 

(CA INDEX NAME) 



Absolute stereochemistry. 




0 



RN 787638-92-0 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [ (3S) -3- [ [7-, 8-dihydro-3- { trif luoromethyl ) - 
1, 6-naphthyridin-6 (5H) -yl] carbonyl] -3- { 1-methylethyl) cyclopentyl] ethyl 
ester (CA INDEX NAME) 

Absolute stereochemistry. 



EtO, 




0 



RN 787638-93-1 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [ (3S) -3- [ [7, 8-dihydro-3- (trif luoromethyl ) - 
1, 6-naphthyridin-6 (5H) -yl] carbonyl] -3- ( 1-methylethyl) cyclopentyl] ethyl 
ester (CA INDEX NAME) 



Absolute stereochemistry. 




RN 787638-94-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (l-methylethyl) -3- (4- 

methyl-l-piperidinyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) - {9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 787638-95-3 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6,7, 8-tetrahydro-6- [ [ { IS ) -1- ( 1-methylethyl) -3- ( 3- 

itiethyl-l-piperidinyl) cyclopentyl] carbonyl] -3- (trif luorometliyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Me, 




RN 787638-96-4 CAPLUS 

CN 1, 6-Naphthyriciine, 5,6,7, 8-tetrahydro-6- [ [ (IS) -3- (3-hydroxy-l-piperidinyl) - 
1- (1-methylethyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 



RN 787638-97-5 CAPLUS 

CN 1, 6-Naphthyridine, 5,6,7, 8-tetrahydro-6- [ [ (IS) -3- ( 4 -hydroxy- 1-piperidinyl ) - 
1- (1-methylethyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 787638-98-6 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS) -3- ( IR, 4S) -2-azabicyclo [2 . 2 . 1] hept-2-yl-l- (1- 
methylethyl) cyclopentyl] carbonyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



HO. 




HO' 





s 



RN 787639-19-4 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ ( IS ) -1- ( 1-methylethyl) -3- (IS, 4S)- 
2-oxa-5-azabicyclo [2 . 2 . 1] hept-5-ylcyclopentyl] carbonyl] -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




S 



RN 787639-25-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (1-methylethyl) -3- [3- (4- 
pyridinyl) -1-pyrrolidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl ) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 787639-26-3 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ ( IS ) -1- ( 1-niethylethyl ) -3- [ 3- (3- 
pyridinyl) -1-pyrrolidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) 

(CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-27-4 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (1-methylethyl) -3- [3- (2- 
pyridinyl) -1-pyrrolidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



0. 




CF3 



Pr-i 




RN 787639-28-5 CAPLUS 

CN 3-Pyrrolidineacetic acid, 1- [ (3S) -3- [ [7, 8-dihydro-3- ( trif luoromethyl) -1, 6- 
naphthyridin-6 {5H) -yl] carbonyl] -3- ( l-methylethyl) cyclopentyl] 
1, 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 



RN 787639-87-6 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (l-methylethyl) -3- [4- (5- 
pyrimidinyl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OBu-t 




RN 787639-88-7 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ (IS) -1- (1-methylethyl) -3- [4- (IH 
tetrazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-89-8 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6,7, 8-tetrahydro-6- [ [ (IS) -1- (1-methylethyl) -3- [4- (IH 
pyrazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 787639-90-1 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- ( 1-methylethyl) -3- [4- (IH 
1,2, 3-triazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-91-2 CAPLUS 

CN 1, 6-Naphthyridine, 5,6,7, 8-tetrahydro-6- [ [ ( IS) -1- ( 1-methylethyl) -3- [4- (IH 
1, 2, 4-triazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ ( IS ) -1- ( 1-methylethyl ) -3- [ 4 - ( 3H- 
pyrazol-3-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- ( trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-93-4 CAPLUS 

CN 1, 6-Naphthyridine, 5', 6, 7 , 8-tetrahydro-6- [ [ { IS) -1- { 1-methylethyl) -3- [4- (5- 
methyl-2H-tetrazol-2-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
(trif luoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



\ 




RN 787639-94-5 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (l-methylethyl) -3- [4- (4 
thiazolyl) -1-piperidinyl] cyclopentylj carbonyl] -3- (trif luoromethyl) - (9CI 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-95-6 CAPLUS 

CN Benzoic acid, 3-[l-[ (3S)-3-[ [ 7 , 8-dihydro-3- (trif luoromethyl) -1, 6- 
naphthyridin-6 (5H) -yl] carbonyl] -3- ( l-methylethyl) cyclopentyl] -4- 
piperidinyl]-, ethyl ester (CA INDEX N7\ME) 

Absolute stereochemistry. 



EtO 




RN 787639-96-7 CAPLUS 

CN Benzoic acid, 3- [ 1- [ ( 3S ) -3- [ [7 , S-dihydro-S- ( trif luoromethyl ) -1, 6- 
naphthyridin-6 (5H) -yl] carbonyl] -3- { l-methylethyl) cyclopentyl] -4- 
piperidinyl] - (CA INDEX NAME) 

Absolute stereochemistry. 



HO2C 




RN 787639-97-8 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ { IS ) -3- [ 4~ ( 2 , 5-dihydro-5-oxo-l , 2 , 4 -thiadiazol-3-yl) 
1-piperidinyl] -1- (l-methylethyl) cyclopentyl] carbonyl] -5, 6, 7, 8-tetrahydro-3 
(trifluoromethyl)- (9CI) (CA INDEX N7VME) 



Absolute stereochemistry. 




S N 



RN 787639-98-9 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ (IS) -1- (l-methylethyl) -3- [3- (4 
methyl-4H-l, 2, 4-triazol-3-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 791067-33-9 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS) -3- (3, 5-dimethyl-l-piperidinyl) -1- ( 1- 

methylethyl) cyclopentyl] carbonyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) 

(9CI) (CA INDEX NAME) 



TVbsolute stereochemistry. 



Me. 




Me 



RN 791067-36-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ ( 1S).-1- { l-methylethyl) -3- 
[ {4R, 7S) -octahydro-4-methyl-4, 7-epoxy-2H-isoindol-2- 
yl]cyclopentyl]carbonyl]-3-(trifluoromethyl)- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compds. I [X = C. N, 0, S, S02; Y = N, C; Rl = H, alkyl, etc.; R2 
H, OH, halo, alkyl, amino, etc.; R3 = 0 or absent when Y = N and when Y 
C, H, OH, halo, etc.; R4 = H, alkyl, CF3, etc.; R5 = alkyl, alkoxy, etc. 
R6 = H, alkyl, CF3, etc.; R7 = H, (alkyl) phenyl, (alkyl ) heterocycle, etc 
R8 = H, nothing when X = 0, S, S02, etc.; R9-10 = H, OH, alkyl, etc.; n 
0-2] are prepared For instance, II is prepared in several steps from 
7-trif luoromethyl-1, 2, 3, 4-tetrahydroisoquinoline (preparation given) , Me 
3-oxocyclopentanecarboxylate and 4-carboethoxypiperidine. I are 
modulators of the chemokine receptor CCR-2 . 



IT 787638-99-7P 787639-00-3P 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); RCT 
(Reactant); SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); RACT (Reactant or reagent); USES 
(Uses) 

(preparation of heterocyclic cyclopentyl tetrahydroisoquinoline and 
tetrahydropyridopyridine modulators of chemokine receptor activity) 

RN 787638-99-7 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [ (IS, 3S) -3- [ [7 , 8-dihydro-3- 
(trif luoromethyl) -1, 6-naphthyridin-6 (5H) -yl] carbonyl] -3- { 1- 
methylethyl) cyclopentyl] ethyl ester, hydrochloride (9CI) (CA INDEX 
N7VME) 

Absolute stereochemistry. 



EtO, 




0 



• x HCl 



RN 787639-00-3 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [ ( IR, 3S) -3- [ [7 , 8-dihydro-3- 
(trif luoromethyl) -1, 6-naphthyridin-6 (5H) -yl] carbonyl] -3- (1- 
methylethyl) cyclopentyl] ethyl ester, hydrochloride .(9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 



EtO. 




0 



• x HCl 

IT 787639-04-7P 787639-05-8P 787639-06-9P 
787639-07-OP 787639-08-lP 787639-09-2P 
787639-10-5P 787639-11-6P 787639-12-7P 
787639-13-8P 787639-14-9P 787639-15-OP 
787639-22-9P 787639-23-OP 787639-82-lP 

787639- 83-2P 787639-85-4P 787639-86-5P 

787640- 61-3P 787640-62-4P 791067-35-lP 

RL: PAC (Pharmacological activity) ; PUR (Purification or recovery) ; SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(preparation of heterocyclic cyclopentyl tetrahydroisoquinoline and 
tetrahydropyridopyridine modulators of chemokine receptor activity) 
RN 787639-04-7 CAPLUS 

CN 4-Piperidinecarboxamide, 1- [ (IS, 3S) -3- [ [7, 8-dihydro-3- ( trif luoromethyl) - 

1, 6-naphthyridin-6 (SH) -yl] carbonyl] -3- ( 1-methylethyl ) cyclopentyl] -N-methyl- 
, hydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




• x HCl 

RN 787639-05-8 CAPLUS 

CN 4-Pipericiinecarboxamide, 1- [ (IR, 3S) -3- [ [7, 8-dihydro-3- ( trif luoromethyl ) - 

1; 6-naphthyridin-6 (5H) -yl] carbonyl] -3- (1-methylethyl) cyclopentyl] -N-methyl- 
, hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• x HCl 

RN 787639-06-9 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [ (IS, 3S) -3- [ [7, 8-dihydro-3- • 
(trif luoromethyl) -1, 6-naphthyridin-6 { 5H) -yl] carbonyl] -3- (1- 
methylethyl) cyclopentyl] ethyl ester, hydrochloride (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 




• x HCl 



RN 787639-07-0 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [ (IR, 3S) -3- [ [7, 8-dihydro-3- 

(trif luoromethyl) -1, 6-naphthyridin-6 (5H) -yl] carbonyl] -3- (l- 
methylethyl ) cyclopentyl] ethyl ester, hydrochloride (9CI) (CA INDEX 
NAME) • 

Absolute stereochemistry. 




• x HCl 

RN 787639-08-1 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS, 3S ) -1- ( 1-methylethyl ) -3- 
[ (3R) -3-methyl-l-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl ) 
hydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 




• x HCl 

RN 787639-09-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ ( IS, 3S) -1- ( l-methylethyl) -3- 
[ (3S) -3-methyl-l-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl ) 

hydrochloride {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 




•x HCl 

RN 787639-10-5 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS, 3R) -1- ( 1-methylethyl) -3- 
[ (3S) -3-methyl-l-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) 
hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• x HCl 



RN 787639-11-6 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ ( IS, 3R) -1- { 1-methylethyl) -3- 
[ (3R) -3-methyl-l-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) 
hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




• x HCl 

RN 787639-12-7 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS, 3R) -3- [ (3S, 5R) -3, 5-dimethyl-l-piperidinyl] -1- ( 
methylethyl) cyclopentyl] carbonyl] -5,6,7, 8-tetrahydro-3- ( trif luoromethyl ) - 
hydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




Me 



• x HCl 

RN 787639-13-8 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS, 3S) -3- [ {3S, 5R) -3, S-dimethyl-l-piperidinyl] -1- ( 
methylethyl) cyclopentyl ]carbonyl ] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) - 
hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me, 




Me 



• x HCl 

RN 787639-14-9 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahy.dro-6- [ [ (IS, 3S ) -3- ( 4-hydroxy-l- 

piperidinyl) -1- ( 1 -methylethyl ) cyclopentyl] carbonyl] -3- (trif luoromethyl ) 
hydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 



Q; 



R 




CF3 



Pr-i 




HO' 




N 



• x HCl 



RN 787639-15-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS, 3R) -3- ( 4 -hydroxy- 1- 

piperidinyl) -1- (1-methylethyl) cyclopentyl] carbonyl] -3- (trif luororaethyl) 
hydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 787639-22-9 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS, 3S) -1- ( 1-methylethyl) -3- 
( IS, 4S) -2-oxa-5-azabicyclo [2 . 2 . 1 ] hept-5-ylcyclopentyl] carbonyl] -3- 
(trifluoromethyl) hydrochloride {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



HO' 




• x HCl 




s 



• x HCl 

RN 787639-23-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ (IS, 3R) -1- ( 1-methylethyl) -3- 
( IS, 4S) -2-oxa-5-azabicyclo [2 . 2 . 1] hept-5-ylcyclopentyl] carbonyl] -3- 
(trifluoromethyl)-, hydrochloride. (9CI) (CA INDEX NAME) 

Absolute stereochemistry, * 




S 



• x HCl 

RN 787639-82-1 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS, 3S) -3- [4- (4-f luorophenyl) -1-piperidinyl] -1- (1- 
methylethyl) cyclopentyl] carbonyl] -5, 6,7, 8-tetrahydro-3- (trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




F' 



RN 787639-83-2 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS, 3R) -3- [4- (4-f luorophenyl) -l-piperidinyl] -1- (1 
methylethyl) cyclopentyl] carbonyl] -5, 6,7, 8-tetrahydro-3- (trif luoromethyl) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F' 



RN 787639-85-4 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ (IS, 3R) -1- (l-methylethyl) -3- [4 
(5-pyrimidinyl) -l-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 

(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 787639-86-5 CAPLUS 

CN 1 , 6-Naphthyridine, 5,6,7, 8-tetrahydro- 6- [ [ { IS, 3S ) -1- ( l-methylethyl ) -3- [ 4- 
(5-pyrimidinyl) -l-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787640-61-3 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (lS,3R)-3-[ ( 3R, 5R) -3, 5-dimethyl-l-piperidinyl] -1- ( 
methylethyl) cyclopentyl] carbonyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) - 
hydrochloride- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




Me 



• x HCl 

RN 787640-62-4 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ { IS, 3S) -3- [ (3R, 5R) -3, 5-dimethyl-l-piperidinyl] -1- ( 
methylethyl) cyclopentyl] carbonyl] -5, 6, 1 , 8-tetrahydro-3- (trif luoromethyl ) - 
hydrochloride {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me, 




Me 



• x HCl 

RN 791067-35-1 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS) -3- (3, 5-dimethyl-l-piperidinyl) -1- ( 1- 

methylethyl) cyclopentyl] carbonyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl ) - 
hydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




CF3 



Pr-i 



Me. 




Me 



• x HCl 



IT 787638-91-9P 787638-93-lP 787638-95-3P 
787639-19-4P 787639-84-3P 791067-33-9P 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 



(preparation of heterocyclic cyclopentyl tetrahydroisoquinoline and 
tetrahydropyridopyridine modulators of chemokine receptor activity) 



RN 787638-91-9 CAPLUS 
CN 4-Piperidinecarboxamide, 1- [ (3S) -3- [ [7, 8-dihydro-3- (trif luoromethyl ) -1, 6- 

naphthyridin-6 (5H) -yl] carbonyl] -3- ( 1-methylethyl ) cyclopentyl] -N-methyl- 

(CA INDEX NAME) 

Absolute stereochemistry. 



RN 787638-93-1 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1- [ (3S) -3- [ [7 , 8-dihydro-3- (trif luoromethyl) - 
1, 6-naphthyridin-6 (5H) -yl] carbonyl] -3- (1-methylethyl) cyclopentyl] ethyl 
ester (CA INDEX NAME) 



MeNH 




0 



Absolute stereochemistry. 



RN 787638-95-3 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ { IS ) -1- ( 1-methylethyl) -3- ( 3- 

methyl-l-piperidinyl) cyclopentyl] carbonyl] -3- ( trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Me. 




RN 787639-19-4 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ { IS) -1- { 1-methylethyl) -3- ( IS, 4S)-. 
2-oxa-5-azabicyclo [2 . 2 . 1 ] hept-5-ylcyclopentyl] carboiiyl] -3- 
( trif luoromethyl ) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




s 



RN 787639-84-3 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ ( IS ) -3- [ 4 - ( 4-f luorophenyl ) -1-piperidinyl ] -1- ( 1- 

methylethyl) cyclopentyl] carbonyl] -5, 6, 7 , 8-tetrahydro-3- (trif luoromethyl) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




F' 



RN 791067-33-9 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS) -3- (3, 5-diniethyl-l-piperidinyl ) -1- ( 1- 

methylethyl) cyclopentyl] carbonyl] -5, 6, 7, 8-tetrahydro-3- (trif luoromethyl) 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




Me 



IT 787638-88-4P 787638-89-5P 787638-90-8P 
787638-92-OP 787638-94-2P 787638-96-4P 

787638- 97-5P 787638-98-6P 787639-01-4P 
787639'02-5P 787639-03-6P 787639-24-lP 

787639- 25-2P 787639-26-3P 787639-27-4P 
787639-28-5P 787 639--87-6P 787639-88-7P 
787639-89-8P 787639-90-lP 787639-91-2P 
787639-92-3P 787639-93-4P 787639-94-5P 
787639-95-6P 7B7639-96-7P 787639-97-8P 

787639- 98-9P 787639-99-OP 787640-00-OP 

787640- 01-lP 787640-02-2P 787640-54-4P 
791067-36-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of heterocyclic cyclopentyl tetrahydroisoquinoline and 
tetrahydropyridopyridine modulators of chemokine receptor activity) 
RN 787638-88-4 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [3- (4-ben2oyl-l-piperidinyl) -1- (1- 

methylethyl) cyclopentyl] carbonyl] -5, 6, 1 , 8-tetrahydro-3- (trif luoromethyl) 
{9CI) (CA INDEX NAME) 




RN 7 87 638-8 9-5 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [1- (1-methylethyl) -3- (l-oxo-2, 8 
diazaspiro [4 . 5] dec- 8-yl ) cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI ) 
(CA INDEX NAME) 




RN 787638-90-8 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ ( IS ) -1- ( l-methylethyl) -3- { 1- 
piperidinyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




CF3 



RN 787638-92-0 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [ {3S) -3- [ [7, 8-dihydro-3- (trif luoromethyl ) - 
1, 6-naphthyridin-6 (5H) -yl ] carbonyl ] -3- (l-methylethyl) cyclopentyl] ethyl 
ester (CA INDEX NAME) 



Absolute stereochemistry. 




RN 787638-94-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (l-methylethyl) -3- (4- 

methyl-l-piperidinyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry . 




Me 



RN 787638-96-4 CAPLUS 

CN 1, 6-Naphthyridine, 5,6,7, 8-tetrahyclro-6- [ [ (IS) -3- { 3-hydroxy-l -piper idinyl ) 
1- (1-methylethyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



HO. 




RN 787638-97-5 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -3- ( 4-hydroxy-l-piperidinyl) 
1- (1-methylethyl) cyclopentyl] carbonyl] -3- (trif luoromethyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




HO' 



RN 787638-98-6 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS) -3- (IR, 4S ) -2-azabicyclo [ 2 . 2 . 1 ] hept-2-yl-l- ( 1- 
methylethyl) cyclopentyl] carbonyl] -5, 6, 1 , 8-tetrahydro-3- (trif luoromethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




S 



RN 787639-01-4 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [ (IS, 3S) -3- [ [7, 8-dihydro-3- ' 
(trif luoromethyl) -1, 6-naphthyridin-6 { 5H) -yl] carbonyl] -3- (1- 
inethylethyDcyclopentyl]-, hydrochloride (9CI) (CA INDEX N7\ME) 



Absolute stereochemistry. 




• x HCl 

RN 787639-02-5 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1- [ (IR, 3S) -3- [ [7, 8-dihydro-3- 
(trif luoromethyl) -1, 6-naphthyridin-6 (5H) -yl] carbonyl] -3- (1- 
methylethyl) cyclopentyl] - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-03-6 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS, 3R) -3- [4- (hydroxymethyl) -1 
piper idinyl] -1- { 1-methylethyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) - 
hydrochloride {9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




CF3 



Pr-i 




N 



Ha 




• x HCl 



RN 787639-24-1 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ { IS) -1- ( 1-methylethyl) -3- (l- 
pyrrolidinyl) cyclopentyl] carbonyl] -3- (trifluoromethyl) - (9CI) (CA INDEX 

NAME) 

Absolute stereochemistry. 



RN 787639-25-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ ( IS) -1- { 1-methylethyl) -3- [3- (4- 
pyridinyl) -1-pyrrolidinyl] cyclopentyl] carbonyl] -3- (trifluoromethyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 





RN 787639-26-3 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ (IS) -1- (1-methylethyl) -3- [3- (3- 
pyridinyl) -1-pyrrolidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - {9CI) 

(CA INDEX NAME) 



Absolute stereochemistry. 




RN 787639-27-4 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ { IS) -1- (1-methylethyl) -3- [3- (2- 
pyridinyl) -1-pyrrolidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 787639-28-5 CAPLUS 

CN 3-Pyrrolidineacetic acid, 1- [ (3S) -3- [ [7, 8-dihydro-3- ( trif luoromethyl) -1, 6- 
naphthyridin-6 (5H) -yl] carbonyl] -3- ( 1-methylethyl) cyclopentyl] 
1, 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry . 




RN 787639-87-6 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ (IS) -1- (1-methylethyl) -3- [4- (5- 
pyrimidinyl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-88-7 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ { IS) -1- { l-methylethyl) -3- [4- ( IH- 
tetrazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 
{9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-89-8 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro'-6- [ [ (IS) -1- (1-methylethyl) -3- [4- (IH- 
pyrazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereocliemistry . 




RN 787639-90-1 CAPLUS 

CN 1, 6-Naphthyriciine, 5, 6, 7 , 8-tetrahydro-6- [ [ { IS) -1- (1-methylethyl) -3- [4- (IH 
1,2, 3-triazol-l-yl) -1-piperidinyl ] cyclopentyl] carbonyl] -3- 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




w 

RN 787639-91-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6,7, 8-tetrahydro-6- [ [ ( IS ) -1- ( l-methylethyl) -3- [4- ( IH 
1,2, 4-triazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 787639-92-3 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ { IS) -1- (1-methylethyl) -3- [4- (3H- 
pyrazol-3-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-93--4 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (1-methylethyl) -3- [4- (5- 
methyl-2H-'tetrazol-2-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
( trif luoromethyl ) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 787639-94-5 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ ( IS ) -1- ( 1-methylethyl) -3- [4-(4- 
thiazolyl) -1-piperidinyl] cyclopentyl] carbonyl] -3- (trif luoromethyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 7 87 639-95-6 CAPLUS 

CN Benzoic acid, 3- [1- [ {3S) -3- [ [7 , 8-dihydro-3- (trif luoromethyl) -1, 6- 
naphthyridin-6 {5H) -yl] carbonyl] -3- (1-methylethyl) cyclopentyl] -4- 
piperidinyl]-, ethyl ester {CA INDEX NAME) 



Absolute stereochemistry. 



EtO 




RN 787639-96-7 CAPLUS 

CN Benzoic acid, 3- [1- [ (3S) -3- [ [ 7 , 8-dihydro-3- ( trif luoromethyl) -1, 6- 
naphthyridin-6 (5H) -yl] carbonyl] -3- ( l-methylethyl) cyclopentyl] -4- 
piperidinyl]- (CA INDEX NAME) 

Absolute stereochemistry. 



H02C. 




RN 787639-97-8 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ ( IS ) -3- [ 4- ( 2 , 5-dihydro-5-oxo-l , 2 , 4-thiadiazol-3-yl ) 
1-piperidinyl] -1- (l-methylethyl) cyclopentyl] carbonyl] -5, 6, 1 , 8-tetrahydro-3 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




S N 



RN 787639-98-9 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ ( IS ) -1- ( 1-methylethyl ) -3- [3- (4- 
methyl-4H-l, 2, 4-tria2ol-3-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
(trifluoromethyl)- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787639-99-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- ( 1-hydroxyethyl) -3-{4- (IH- • 
1,2, 4-triazol-l-yl) -1-piperidinyl] cyclopentyl] carbonyl] -3- 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN 787640-00-0 CAPLUS 



CN 1, 6-Naphthyriciine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IS) -1- (1-hydroxyethyl) -3- [4- (5 
pyrimidinyl) -1-piperidinyl ] cyclopentyl] carbonyl] -3- (trif luoromethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




CF3 



RN 787640-01-1 CAPLUS 

CN 1, 6-Naphthyridine, 6- [ [ (IS, 3R) -3- [ 4- ( 4-fluorophenyl ) -1-piperidinyl] -1- 
(methoxymethyl) cyclopentyl] carbonyl] -5, 6, 7, 8-tetrahydro-3- 
(trifluorometliyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 787640-02-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ (IR, 3R) -3- ( 4-phenyl-l- 

piperidinyl) -1- (trif luoromethyl ) cyclopentyl ] carbonyl] -3- (trif luoromethyl) 
, hydrochloride, rel- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 




CF3 



,CF3 



Ph 




• x HCl 



RN 787640-54-4 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 1 , 8-tetrahydro-6- [ [ (IS) -1- (l-methylethyl) -3- (1- 
pyrrolidinyl) cyclopentyl] carbonyl] -3- (trif luoromethyl) hydrochloride 

{9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 791067-36-2 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [ { IS ) -1- { l-methylethyl ) -3- 
[ (4R, 7S) -octahydro-4-methyl-4, 7-epoxy-2H-isoindol-2- 

yl] cyclopentyl] carbonyl] -3- (trifluoromethyl)- (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




• x HCl 




F3C 
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AB Title compds. represented by the formula I [wherein Z = independently C or 
N; Rl H, heterocycle, Ph, cyano, etc.; R2-R4, R6 = independently H, 
(fluoro) alkyl, hydroxy, chloro, etc.; R5 = ( f luoro) alkyl, (un) substituted 
pyridyl, bromo, etc.; R7-R9 = independently H, :0, Ph, (un) substituted 
alkyl; or R2R9 = heterocycle; A = (un) substituted amino or N-containing cycl 
ring; and pharmaceutically acceptable salts and individual diastereomers 
thereof] were prepared as chemokine receptor modulators (no data) , For 
example, II was given in a multi-step synthesis starting from the reaction 
of 3, S-bis (trifluoromethyl)benzylamine with 3-oxo-cyclobutanecarboxylic 
acid. Thus, I and their pharmaceutical compns . are useful as modulators 
of the chemokine receptor CCR-2 for the treatment of inflammatory and 
immunoregulatory disorders, and rheumatoid arthritis (no data) . 

IT 766513-12-6P 766513-14-8P 766513-16-OP 
766513-18-2P 766513-20-6P 766513-22-8P 
766513-24-OP 766513-57-9P 767332-04-7P 
767332-05-8P 767332-06-9P 767332-07-OP 
767332-08-lP 767332-09-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of (piperidinyl) cyclobutylamide modulators of chemokine 
receptor activity) 
RN 766513-12-6 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( 1-hydroxyethyl ) -3- [ (IR, 3 ' R) -3 ' -methylspiro [ IH- 
indene-1, 4 ' -piperidin] -1 ' -yl] -N- [ [5- (trif luoromethyl) -3-pyridinyl]methyl] - 
, cis-rel- (CA INDEX NAME) 

Relative stereochemistry. 



Me 




RN 766513-14-8 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( 1-methylethyl) -3- { 4 -phenyl- 1-piperidinyl ) -N- [ [5- 
(trifluoromethyl) -3-pyriciinyl]methyl] - (CA INDEX NAME) 



i-Pr p 




Ph 



RN 766513-16-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, S-tetrahydro-G- [ [ 1- { 1-methylethyl ) -3- ( 4-phenyl-l- 
piperidinyl) cyclobutyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA INDEX 
NAME) 




RN 766513-18-2 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( 1-hydroxyethyl ) -3- ( 4-phenyl-l-piperidinyl) -N- 
[ [5- (trif luoromethyl) -3-pyridinyl]methyl] - (CA INDEX NAME) 




RN 766513-20-6 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7 , 8-tetrahydro-6- [ [1- (1-hydroxyethyl) -3- (4-phenyl-l 
piperidinyl) cyclobutyl] carbonyl] -3- (trif luoromethyl) - (9CI) (CA INDEX 

NAME)' 




RN 766513-22-8 CAPLUS 

CN Cyclobutanecarboxamide, 1- (1-hydroxy-l-inethylethyl) -3- {4-phenyl-l- 

piperidinyl) -N- [ [5- (trif luoromethyl) -3-pyridinyl]niethyl] - (CA INDEX NAME) 




RN 766513-24-0 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [ 1- (1-hydroxy-l-methylethyl) -3- ( 4 
phenyi-l-piperidinyl) cyclobutyl] carbonyl] -3- (trif luoromethyl) - {9CI) (CA 
INDEX NAME) 




Ph 



RN 766513-57-9 CAPLUS 

CN Cyclobutanecarboxamide, 1- (1-hydroxyethyl) -3- [ (IR, 3*R) -3 ' -methylspiro [ IH- 
indene-1, 4 ' -piperidin] -1 ' -yl] -N- [ [5- (trif luoromethyl) -3-pyridinyl] methyl ] - 
, trans-rel- (CA INDEX NAME) 



Relative stereochemistry. 




RN 767332-04-7 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( l-methylethyl) -3- [ (IR, 3'R) -3 ' -methylspiro [ IH- 
indene-1, 4 ' -piperidin] -1 ' -yl] -N- [ [5- (trif luoromethyl) -3-pyridinyl] methyl] 
, rel- (CA INDEX NAME) 

Relative stereochemistry. 



0 




RN 767332-05-8 CAPLUS 

CN 1, 6-Naphthyridine, 5, 6, 7, 8-tetrahydro-6- [ [1- (l-methylethyl) -3- [ (IR, 3'R) -3 
methylspiro [ lH-indene-1 , 4 ' -piperidin] -1 ' -yl] cyclobutyl] carbonyl] -3- 
(trif luoromethyl) rel- {9CI) (CA INDEX NAME) 

Relative stereochemistry. 



0 




RN 767332-06-9 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( 1-hydroxyethyl ) -3- [ (IR, 3'R) -3 ' -methylspiro [ IH- 
indene-1, 4 ' -piperidin] -1 ' -yl] -N- [ [5- ( trif luoromethyl) -3-pyridinyl] methyl] 
, rel- (CA INDEX NAME) 

Relative stereochemistry. 



Me 




RN 767332-07-0 CAPLUS 

CN 1, 6-Naphthyridine, 5,6,7, 8-tetrahydro-6- [ [ 1- { 1-hydroxyethyl) -3- [ ( IR, 3 * R) - 
3 ' -methylspiro [lH-indene-1, 4 ' -piperidin] -1 ' -yl ] cyclobutyl] carbonyl] -3- 
{trif luoromethyl) rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



Me 




RN 767332-08-1 CAPLUS 

CN Cyclobutanecarboxamide, 1- ( 1-hydroxy-l-inethylethyl ) -3- [ ( IR, 3 ' R) -3 * - 

methylspiro [lH-indene-1, 4 ' -piperidin] -1 ' -yl] -N- [ [5- { trif luoromethyl ) -3- 
pyridinyl] methyl] rel- (CA INDEX NAME) 

Relative * stereochemistry . 



Me 




RN 7 67332-09-2 CAPLUS 

CN 1, 6-Naphthyridine, 5,6,7, 8-tetrahydro-6- [ [1- ( 1 -hydroxy- 1-methylethyl) -3- 
[ { IR, 3 ' R) -3 ' -methylspiro [lH-indene-1, 4 ' -piperidin] -1 ' - 

yl]cyclobutyl]carbonyl] -3- (trif luoromethyl)-, rel- {9CI) (CA INDEX NAME) 
Relative stereochemistry . 
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CF3 



II 



AB The title compds . I (Rl = H, (un) substituted C0-6alkyl-Y-Cl-6alkyl and 

C0-6alkyl-Y-C0-6alkyl-C3-7cycloalkyl-C0-6alkyl wherein Y = bond, O, S, SO, 
S02 and alkylamine; R2 = (un) substituted C0-6alkyl-Ph and 

C0-6alkyl-heterocycle; R3 = (un) substituted C0-6alkyl-phenyl ; R4 = H, OH, 
alkyl, alkylhydroxy, CN, etc. or R3 and R4 may be joined to form a ring 
selected from IH-indene, 2 , 3-dihydro-lH-indene, 1, 3-dihydroben2ofuran, 
1, 3-dihydroisobenzofuran, 2, 3-dihydrobenzothiof uran, and 
1, 3-dihydroisobenzothiofuran or R3 and R5 or R4 and R6 may be joined to 
form a (un) substituted Ph ring; R5 and R6 may also be independently 
selected from H, OH, alkyl, halo, etc.; X = NR7, 0, C0NR7, CH20, NR7C0, 
C02, OCO, CH2(NR7)C0, N(C0R7) and CH2N(C0R7) where R7 - H, ( un ) substituted 
-alkyl, -benzyl, -Ph, and -Cl-6alkyl-C3-6cycloalkyl) are prepared and 
disclosed as modulators of chemokine receptor activity. Thus, II was 
prepared by ozonolysis of Et 3-methylenecyclopentane carboxylate, 
substitution with trans-3-methyl-4- ( 1 , 1-spiroindenyl) piperidine (preparatic 
given) , hydrolysis of intermediate Et spiropiperidinylmethylcyclpentane 
carboxylate and subsequent araidation by 3-trif luoromethyl-5- 
f luorobenzylamine. In particular, these compds . are useful as modulators 
of the chemokine receptor CCR-2 (no data) . As chemokine receptor 
modulators, these compds. may be useful as anti-inflammatory and 
antirheumatic agents. 
IT 400763-83-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(target compound; preparation of chemokine receptor modulators ■ 
N-cyclopentylpiperidines useful as anti-inflammatory and antirheumatic 
agents ) 
RN 400763-83-9 CAPLUS 

CN Cyclopentanecarboxamide, l-methyl-3- [ (IR, 3'R) -3 ' -methylspiro [lH-indene- 
l, 4 * -piperidin] -1 ' -yl] -N- (3-pyridinylmethyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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